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1a, R = OH, R1 = OH 

Combretastatin A-1 
1b, R = OH, R1 = H 

Combretastatin A*4 
1c, R = OSi(CH 3 ) 2 C(CH 3 )3. R-| = H 
1d, R = OP03Na 2 . R1 = H 

Combretastatin A-4 prodrug 
1e, R = R 1 = H 
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2. Combretastatin A-2 



3a, R o OSi(CH3) 2 C(CH3)3 
3b. R = OH, Phenstatin 
3c. R = OP03(C 6 H 5 CH2)2 
3d, R = OP0 3 Na 2 

Phenstatin prodrug 
3e. R = OCOCH3 
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4a, R = H, R 1t R 2 = OCH 2 0 

4b, R = R 2 = CH 3 , R 1 = H 

4c, R = H, R-) = R 2 = OCH3 

4d, R = R 2 = OCH3, R 1 = H 

4e, R = R 2 = CI, R-| = H 

4f, R = R 2 = F, R 1 = H 
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Scheme 1. Oxidation of Combretastatin A-4 silyl ether ( 1c) to phenstatin silyl ether (3a). 
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1. soci 2 , chci 3 
2. morpholine 




6a, R = OTBDMS, R, = OCH 3 , 
6b, R = H, R lt R 2 = OCH 2 0 
6c, R = R 2 = CH 3 , R 1 = H 
6d, R = H, R 1 = R 2 =OCH 3 
6e, R = R 2 = OCH3, R 1 = H 
6f t R = R 2 = ci, R1 = H 
6g. R = R 2 = F, R, = H 
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3,4,5-trimethoxybromoben2ene 

6a "9 ' - — - 3a, 4a-f 

terf-butyllithium, THF, -78 °C 
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TBAF Phenstatin Ac 2°. Et 3 N 
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Scheme 2 



Figure 4. 
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Phenstatin (C 6 h 5 ch 2 Q) 2 P(Q)H, Brcci 3 ^ 1. h 2 , Pd/c, boh Phenstatin 

3b Et 3 N, DMAP 2. NaOCH 3 , CH 3 OH prodrug 

DMF/CH 3 CN (1:1) 3d 



Scheme 3 



Figure 5. 



